EXHIBIT A 

ffi/ffol ^ 3" PENDING CLAIMS 

Jj) A method of identifying modulators of AMPK-mediated activation of a nitric oxide 
Synthase enzyme selected from the group consisting of eNOS, nNOS and nNOS^i, comprising 
the step of testing putative modulators for their ability to increase or decrease phosphorylation of 
the enzyme, said increase or decrease depending on the calmodulin and calcium ion 
concentrations. 

2. A method according to claimj, in which the specific phosphorylation of Ser-1177 is 
assessed in the presence of calcium and calmodulin. 

/ (h A method of identifying modulators of AMPK-mediated inhibition of eNOS, comprising 
^the step of testing V rotative modulator for its ability to decrease or increase AMPK-mediated 
phosphorylation of eNOS in the presence of limiting calcium ions. 

i 4. A method according to claim 3, in which the specific phosphorylation of Thr-495 is 

3 assessed. ' '■ 

\ 5. (Amended) A method according to Claim 1, in which one or more of the following 

4 activities is additionally assessed: 

1 (a) Effect on smooth muscle contraction; 

^ (b) Effect on inotropic activity of the heart; 

2 (b) Effect on chronotropic activity of the heart; or 
(d) Effect on platelet function. 

6. (Amended) A method according to Claim 1, in which the modulator is an activator, as 
herein defined. 

7. A method according to Claim 6, in which the activator promotes both glucose 
metabolism and fatty acid metabolism. 



8. (Amended) A method according to Claim 1, in which the modulator is an inhibitor, as 
herein defined. ~* 



9. (Amended) A method according to Claim 3, in which the modulator acts preferentially on 
non-neuronal cells. 



10. (Amended) A method according to Claim 1, in which the modulator promotes the 
dephosphory lation of Ser- 1 1 77 and inhibits eNOS"activity . 



11. A method according to Claim 3, in which the modulator promotes the dephosphory lation 
of Thr-495 and stimulates eNOS"acTivity. 



12. (Amended) A method according to Claim 1, in which the modulator promotes 
phosphorylation of nNOS or nNOSja at Ser-14lT 



13. (Amended) A method according to Claim 1, in which the modulator promotes 
dephosphorylation of nNOS or nNOS|i at Ser-14?77 



f ly (New) An antibody directed against eNOS, in which the eNOS is phosphorylated at Ser- 
U77 or at Thr-495. 



15. (New) An antibody according to Claim 1 4, in which the eNOS is phosphorylated at Ser- 



16. (New) An antibody according to Claim 14, in which the eNOS is phosphorylated at Thr- 
495. ■ 



17. (New) An antibody according to Claim 14, in which the antibody is raised against a 
synthetic phosphopeptide comprising the sequence RIRTQSpFSLQER. 



18. (New) An antibody according to Claim 14, in which the antibody is raised against a 
synthetic phosphopeptide comprising the sequence GITRKKTpFKEVANCV. 



1 9. (New) An antibody according to Claim 14, which is a polyclonal antibody. 



20. (New) An antibody according to Claim 14, which is a monoclonal antibody. 




1177. 



21 . (New) An antibody according to Claim 14, labelled with a detectable marker. 

22. (New) A method of detecting phosphorylation of eNOS, comprising the step of reacting a 
biological sample containing eNOS with an antibody according t o clai m 14. 

23. (New) A method according to Cljum23, in which Ser-1 177 is detected. 

24. (New) A method according to Claim 23, in which phosphorylation at Thr-495 is detected. 



